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imxm 3 ] 
im^m 5 ] 

? ■* n ^ FIWMllJtBf^ CpGt'J =f -T* * -> * * !✓ * ^ K, GM-CS 
F, I L-4, LPS, CD40L, polyl :C, THF - a IFN- y frh 
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#12 0 0 3-3 1 5 4 9 8 : ' y 

[0 0 0 3] * ° 

079) Jo) = c * r *%o»*lt' •i,H U ? 9 L (7 ' :2755 " 9 ' 1995: Science 258 (5 
; Clin. Esp. I M0l ., iStt* «W5 7 !997 ■ ii^i* j^ll^ 2002 

7) . *tt»tt«fttt It LT = in?V ? i»Si.L 9 i 8 i, B1C ^' 9 °»>:3245-3287, 199 



[0 0 0 7) ° 

IFN.-eUlttJtMICA/BiSaL, HMfittttfttiiti. 
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2/ 



^ HC ^ 9 ^IM^A«d:^B#I (MICA/B) 14, NKJWttfc*V»T#y 

tSiPv*^** 5 ****^****^. MICA/Btt, fiB«4*WIMHC 
hSn-Cv>4 0 LTt^oT, MI CA/BI±NK«IJft*tttt'fb-f*ii:KJ: 0 hy^X 

o 

[0 0 0 81 

^l^ < ^ fMLTV ^ it ^- $tLTV ^ ( J- Inmuno1 - 170:1249-1256, 
° T StHCViMfCi'V^tt, »««»C*»t*MICA/B» 

[0 0 0 9J 

[#«=» 1 1 #H§¥ 1 1 - 1 5 2 2 3 1 
[#M#fF;£ji£ 1 ] J. Immunol. 162:5584-5591, 1999 
l& ! &fF$:M2) Gastroenterology 120:512-524, 2001 
[^N&UvfcSfc 3 ] J. Immunol. 170:1249-1256, 2003 

mw-Am®: Linn mm] 

[0 0 10] 

Err* fcaexoarSc* e, creEXflufttt *««-*-* 

[0 0 11] 

14. itHCVIMt«Il^I L-l 5-e«««t MICA/ 

v>T I FN- a t#M^tL-S 0 
[0 0 12] 

[0 0 13] 

Gt'JWW^WfK, GM-CSF, IL-4, LPS, CD40L, o 
yl:C, TNF- 8 j5^lFN- 7 H^i|J:!)S^W 0 
[0 0 14] 
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wi c A/B^g^f ScviSSAoiiSfi? £ tt 1 L - 1 5 K * 

[0 0 16] 
[0 0 1 7] 

[0 0 1 9 J 

J«W*B9Lfct+*^t*-cS*. CO.t9KLT#e,*l.*I L-l 5li, 
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? : 4/ 



^Sii^tLtv^Uv> 0 I L- 1 5*=J-Ki-*Kfl. * fc»±-tO— tt^** 

mottz\tmMmamm.<o^-fiiii-KmxLx, i l- i 5 ®6s*§ms-£& 

[0 0 2 01 

^*-J4, ACT<A3&m£IEIS^£yn^~*-<g|it£"£^, S <b £|g^4j J: 
OtlJ^SS^iJ, WxtfTATA#y^^, y fcT^BEfll, CAATIB^!], 3' W=i- K 
Hit, x'/AVt-^^^rUv^ T'n^-^-^tfiJt LT[i, /I^feWi^* 
"^Mv»ft#^t»4, bla^o*-^- cat^nt-^-, 1 acZ^n^E-^-, 

14, R5£$*l&v>3&*, pBR3 2 2, pUC 1 1 8, pUC 1 1 9, AgtlO, Agt 
11, pMAM-neo, pKRC, BPV, 7*^-7, SV40, 2-5^n>f# 

10 0 2 1] 

tt^saff, y Bi:»"v>f ^n>f >^i^-> 3 v^m: o, assart 

x.l6f«:14$-*, «H&*^»4ifftti^e,3fa^jatftiLSejt«rEIJRL, 

i*), I L-l 5M*4:»* »«»4, t^X»0Yh/7 7^, 

HPLC, ^V^nvh^?^- *i0 f M77-f-7^-^O7f^77^ 

[0 0 2 2] 

*f&^<^ga^|g^t^43V^ri4, «&HCVflRlfe.M i fc45V*T, MDCfciZ/PD CWlc 
3*i«J:3lc, ^DCiJi^PDC, >2:^y f trc^^^t5^^^^m«4, HCV«& 

tv>ftv^, £*Le> e>, ^ttCMff^m^ojflLfST^^Bjgao^^^v^ t<4 

o 

[0 0 2 3] 

K-C««Lfc->A- Y 9 4 'fifiM'&nn&Ltt 4 )vx (VSV) ^ftilKML, 9>f 

(GFP) l^-^-iffS^-Sr-E-O^V A^K^-*-**:*, »*KJ: ^*JfcLfe«lft*«fc 
glJ-T&£ fc^flSo mMM9lZ7r;ZtL2>£7l', ya-K^^yVSVIi, HCV*# 
tM 70 Kt-KS*t 5MDC 45 J: Cf^A^^KiMfi (Mo DC) iz Ztf, 
P DCCfifAL^v^ fc3ft«We>*»fc &o7Co S<bK, HJS^ 1 0 Ktf£*l& 4 9 t, v 

[0 0 2 4] 
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#Sf 2 0 0 3 -3 1 5 4 9 8 I 5/ 



A KXWiOT&Jft*Mq|ttH?-tt, *ttCSJBfc«>?&affc*v»T I FN- a Ltlv^ 

K, GM-C S F, IL-4, LPS, CD40L, polyl :C, TNF-afcitF 
I FN — 7 •d t W*lf i b>fi2) 0 CpGt'J^ft^fy^^Vtf Kli, ^fMtCpG^f 
-7 U =0?* V*?- K-e^O, #CTh l^^fll^cL, B,«, N 

7°VS V^1-^MDC69^S1±^1g:T$-^^C«h7&^ib^t-^o7 , io GM-CSF, I 
L-4, TNF- a&XTf I FN- r t±v>1**Lfc, ^m^^»^*liS-r^ ^ t 

X'&Z,i)tf#Wv*74 K) , C D 4 0 LiSii^p o 1 y I : Cli, 

HT-t LX X <%aL>ttX^& 0 Ztib<Dm^-0^i*tii>, CpGi'J^ft + v^^^i 

JfrifeOte^K£^T, I FN- a tfzitV^^V >£®.&.&£>itxm^2>ZbtfX&Z> 0 
[0 0 2 5] 

K^^f7'VSV-ElE20MDC^fAfi, v>^- > \z J: Pl#£ titz* -$tz-b%, 

i/ * *m ^ x h c v t m d c ±<d u ? y^fr^ t om^ftm * & 

<r>v^^-y^mn^, ^n.cm.m--&<nx&m\z&^x , ifn- a ttzi,tv^\fv>tm. 
fr&i^txm^&zttfx^&o 

[0 0 2 6] 

*%m<ommm$cy>)ZW:mi-&tzit>Kte, il-is, ud^ Kiirawat 

[0 0 2 7] 

muwm-m\z\t, IL-15, UnO'ItWIIIIB?, $tzitu?^y& 
[0 0 2 8] 

*iPS4^(:ii, il-is, z^vj h'&mm&m.f&mimm^, ttztevti-y 
m^mzmm-Ld js^j, it^j, sses^ftai, £ *> 

it5ii#ti4o zhiz, m&mit, m&tiz\iyi<L&(D'<K?n"px, mm&, mfo 
l, &mmizmmfrmzm^x7kmfcttzimmfc*mmvx i> £\,* 0 mxizx^^m 

5W*«lfcift^-r4ii:CJ: OSRj&l-ai ktfx£& 0 ZbiZ, ^l&^OglMiltt, # 
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10 0 2 9] 

**<D-fim\±, IL-15, ?xn^ K^ftiMiitBi 1 , itzi±U*^>&&®M 

<D<$%.<Dwmm>, & x o%*p« § mmafu&im k * u -5 * „ 

[0 0 3 0] 

fc^rffl-e** 0 I NF- a t<D®.&<&t>*ttemK33\,*Tlt, INF- at, IL-15, 
^ XD/ f K^#^fflM»Ji$t@^, $tzitV?J- t ifi, ttttCSSlffjfeOteSF 

K*v»Tfflft»4«i#iSEta i i ^, RISK, Sfcii£*fi«jfc«.^3*L;& 0 

[0 0 3 1] 

»0. 001mg*5,1 0 0 0mg©ll, SftLOi^jO. Olmg^MOm 
[0 0 3 2] 

INF- at, I NF - « i Wl*^^fc«C|ii^ 
IL-15, 5^n^f K^W^MMJ^BiS £ tzl±U?3->fe&mnt *^ts*v 
V t tzit 1 0^!|OlTlftLt^ iv> 0 hifc|±-a»fbJ±4 3fc, *|&9|fcL.fcj&* 

[llifctffl 1 ] 

[0 0 3 3] 

MTizmmmzx i?*^* i *)mfflizm.w-rz&, *&witz\tib<D$mmiz£ v®. 

[0 0 3 4] 

(A) P BMC^"b<^#^S*DC<75p^ 

"CeoH C VilMf tt , Ifilftifi H C V ffiteis J: M C V - RN A WK*"y*r /t* 

mTv~>T< J h 7>X7x7-t* (ALT) l/^;^iSLT, HCVSMf** 

^UAf (n=10) iiCH-lf^iL, 2#J&±I#&AL T*#«fi9fcjjpLfc 
*^*t (n=10) tiCH- 2 fcjgttLfco <Mf**9 >"r-f Ti5 J: tf«ftHC VflSft 

KJt^aitc J: •)#JiLfcP BMC^A-n-* (s i gma Aldrich, St 
Louis, MO) <DZm<omm.Z}W. (l. 076, 1. 059, ££0^. 045g/ 
mL) -eat^^MILfco W*fc*MiS*LfcJ|i#*'&trfpJiHa-*2 4 ^i^IKS. 

0 x 1 0 6 «/9i^O«HE-CflWL3fe 8 4 5#|BK >^^^~ h Ltz&, =8Mf*«£ 

&MffllMZ, 10%PCS, 10U/mL^-->'JV^M^7 , hV'fy>, 
2 mmo 1 /L?>L-^;l^ 5 GM-CSF (1000 U/mL, >-tf- 

;W , * J: I L - 4 (5 0 0U/mL:Strathmaim Biotech. , H 
annover, Germany) £^7^ LfcT'f * 3- ^^C^ - ^;i/Jgj& (Gibe 
o-BRL Life Technologies, Inc., Gaithersber 
g, MD) +tM&#Lfc 0 T>C<DMmzit&T<DUm*m^tz : I FN* 

1 FN£ (IP) , IL-15, IL-12, IL-H^iD'TNFa (R&D s'y 

ftfE#2 004-3090366 
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stems, Mineapol is, MN) 0 
[0 0 3 5] 

(B) D C te&if&M I CA/BM07D-f^ U }* yfrft 

DC (5 x10 s ) £, JftMI CA/B^y^n-t« (6D4) (Science 279: 
1737, 1998) ttU:4tT'3 0^M>^a^Mfc o *fc*U&*ft»U FITC 
-SRv^^^lgG (BD-P h a r m i n g e n, San Diego, CA) 
^-»at4t:T3 0W^a^fU:o &fc*Bl&*2iaifei£L, 2%^7 
** A7 ^ t K$8Mft-?B£Lfco WiFACSc anWA (BD-P h a rm i 
n g e n) ^V^t7n-^>f h "JT^tL, CELLQue s t (j&flQ V7f9 

[0 0 3 6] 

(C) RT-PCRtCi^DCfOmRNAIlSWM 

I SOGEN ^TtRNA (l M g) £}ffi£iiL, 8 0 p m o 1 O 

y^^AT'yfT- (StSat) iiffl Ommo l/LO#m^^l/tf KE'JV 
Mill*., 9 5rt5W^a^-M, MtSOmmol/ 
LOTris-HCl, 75mmo 1/L«KC1, 1 Ommo 1/LODTT, 3 mm 
o l/LOMgChiiinooUC^n^X? gAU') ^ y h^><* 
^ V 7°^ — -tf (G i b c o-BRL) tMitL, 3 7W5 0W^a^H*, 
7 0-C-C1 5»it5ii(;j: *) Kfc*&±mt?z 0 #yi/:cDNA^, 1 0 pm 

0 l^^feilfrm^y?^- 1 Ommo 1/LOTr i s-HC 1, 
5 Ommo 1/LOKC 1 , 1. 5 mm o 1 /L COM g C 1 2 , ^ 2 . 5mmol/L© 

MIC-fe>*: 5' — ACACCCAGCAGTGGGGGGAT— 3' ; 
MICA7'/f-t^: 5' — GCAGGGAATTGAATCCCAGCT— 3' ; 
MI CB7>f -b>7 : 5' — AGCAGTCGTGAGTTTGCCCAC— 3' ; 
IL-15*^: 5' — TAAAACAGAAGCCAACTG — 3' ; 

1 L— 1 5 7>f-t>^ : 5' — CAAGAAGTGTTGATGAACAT — 3' ; 

I L- 1 5 R : 5' -GTCAAG AGCTAC AGCTTGTAC-3' ; 

IL-15R<r7>f*>^: 5' — GGTGAGCTTTCTCCTGGAG — 3' 
iife^n ha^ttJElTOfc^?)-C*4 : JEtt (MIC:3 5tO;V, 9 5 r, 6 0#ffl 
, IL-15:30t^^;K 9 91C, 6 0#W, I L - 1 5 R « : 3 5 * )V, 9 9 
t:, 6 0#IW) , %i\z, T--V yjrjcm (MIC: 56t, 6 OffrlW. I L- 1 5 : 6 
Or, 3 Om IL-15R«:55t, 3 0W)*itf#I (MIC:9 0m 
72C, IL-1 5*5«ttFlL-l 5R« : 6 0#H, 7 2t) „ 

5' -GCCACCCAGAAGACTGTGGATGGC-3* 
T>T*>X : 5' — CATGTAGGCCATGAGGTCCACCAC — 3' £Jflv> 

^ o 

[0 0 3 7] 

(D) Mff-^lfc^ 

T'-^l^+SDflL, ANOVAtfflK#>7xDrf^M:J: *) itWLVtz 0 
[0 0 3 8] 

Kt-i^ALTifm4^^;I^L*v>HCViMfl:ft*f^D 

*K*- (N-DC) *fcttHCV*»A# (HCV-DC) *e,0#*fi*DCil» 
L, «««6 BKI FN« (1 0 OOU/mL) , I FN/S (10 OOU/mL) , TN 

ffiSE#2 004-3090366 



#8200 3-3 1 54 9 8 
)°^ll~^ L S ) < -2 I n L ~y, ( ! 0ag ^ mL) - IL - 15 <50n g / mL 

10 0 3 9] 

[0 0 4 0] - 

Of *CH-7) ^ir^L^JUf # * ALT *^ ttHCV ^^ Cn=l 

[Hffifl. 2 ] 
[0 0 4 1] 

°«^ V , er :.^f' Canada) ) . flftO 9 0 %ja±ttc O 5 6 + C D 3 - 

mt£#2 004-3090366 
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Ht2 4lF^tU:NKttt 1 Ong/ml^PMA^il/l /u mo 1/L^ 
T / r (S 1 gma A 1 d r i c h) h Lfc. 1 

7r£*ZnH Li 1 * 1 ", f^f*"** (BD-Phanmngen) <D^Tx4 
4 t£3 OfrWfcfcLfc. ffft* C y t o f i x/C y t o p e r m (Sftff« MW 

6 ^ ' " K *^**- t *"« tt 1 F N7 *«t*CD 5 
[0 0 4 4] 

i i-iii ??SSi2 C fc * K UfcN KMUk. ft^KIFN.HlDCfcfc 

™ 25i2ff m *°«*^K 5 6 2»ttH»f «JWtt»«HfStt*feor»r I 

[0 0 4 5] 

JiES?*^' ^KUtLfcNKiBt, 50ng/mL©IL-15iitK24 



, & FN y j|g£. ^Ty-t'f LAt^:^ tt 

[0 0 4 6] 

*C. f K j;^NKiftiIL-15 (50ag/mL) t«UN-DCi 
[0 0 4 7] 

g»«3. NKjBJftjSW^KA tt^M I CA/B-NKG2 naflgffefflg)M.g. 

* * P^fcf * ^ ° C * M I C A / B #N Kflftffittft C«4LT^ 

y^S^^^S??^" 1 "^N-DCiHK, tftMICA/B* 
285 72~7 P ( °M / f N / G2 D^^^n-^ # ( 1Dl 1} (Science 

^5. 727, 1999, Proc. Natl. Acad. Sci. USA, 96: 6879, 1999) ttzim&I eG<Dft 

[0 0 4 8] 

ttMI CA/B^^D-t;^^T-PI L- 1 5-CJW»LfcN-DC 
LJNK«(±, <Btt#«Me*oiiJ D *^ S a f * o3t (H7 ) . J* IL-lsSS 

4 ]^ CA/B-NKG2 DffiSfBB CI 
[0 0 4 9] 



m ' 4 : HCV -^^IFN a /g[:^i>T L -i S<P**<n*B 

^Sro o HC I^L IFN4 (lOOOU/mL) T-2 4WJIU: ( 

#»fc.o # n = 5 ) o 4»*±*«t>© I L - 1 5 , IL-12p70 TNF^MI 

fflS#2 004-3090366 
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a, *^IL 10, Endogen, Wobum, MA; IL-15 BD-Ph 
/mL; IFN a /5. 17. fi n o /ivi i • T T _ -, o _ „ A m 



5pg/mL; IL-12p70, T 



15, 3. 7pg/ m L ; IFNa/fi, 17 

KiS?5?L-7?S£f SSKt^-i hcv- dc 

L : f i?,,„ 1 J W «**»***ifc*«T*«*ofc. IL-12, TNF. I 

I ii & ^ I £j * 9 1 L - 1 6 m R N A * sis l tmm<o 

IL-15 (i, IL-15 0£#>0#^6$ a gg (tt _i \ TT 

[0 0 5 1] IL_155 ' os SW^Mv;ifSt. 

.tm hcv-dc £f™ J rii 7 1 5 R a ^«tt^***«t^* * 

I&ffiffl 6 ] 
[0 0 5 3 J 



g»4 

[0 0 5 4J 

N-DC^^HCV-DCV^M, IL-15t«tf*fcIPN.*mF 

ttiSE#2 004-3090366 



#«2 0 0 3-3 154 9 8 . n/ 

Sftfc (f^ SJ fl „ p «kMMICA/BnIiNA»a?)MK*KTtS 

i gma ^ t. Louis, MO) frh m&z HKTttm ,+ of -*«:b 
n Biotech GmbH mx -* FN-yli, Strathma 

i gma Ge n o s y s (Ho k k a i A « t x J* /° D N) 2 0 0 6 {i S 

**. ttTOFITC-, PE- PerCP liZZ^ **' ******* tfc. 

. cdi9. cSfjfcDse) 1 ^:;:^!;^^ ( ^ D3 ' cr \ 14 - coie 

NA1/3 4.-DAKO, G 1 o s t r u n n Dickinson), CD 1 a ( 
»" DAKO) , CD14 (M5eJ -R^ V S 3rk) ' CDllc (KB 9 0 

5C3IBD Ph ' B " Cto ;. Di ^inson) , CD 4 0 ( 

7- 4;BD Ph ^ j CDS? ml?', CA) ' CD8 ° (L3 ° 

, Marseille F an,! ' £S!f H B 1 5 a ^ * mm u n o t e c h 
D Phar.i 'e ) ra c n ; 2 D f 2;B70/B7-2, B 

P h a i m i n g . *) , C b 2 J 6 ( ' L -^'-4 ^ Z 3 3 ^Hb T*, ?° 
munotech) , CD207 (^?x'J> nrrii'. ?' 2 9Bl ' 1 0 • 1 

ffiiE#2 004-3090366 
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-RNA.Emervvillp r a ^ »- v n ^ u/i ^nronHCV 
[0 0 6 0] ° 



N 



@0K^— (NV) 



1£(M/F) 



ALT 



HCV-RNASn^— * 



(1/2/: 



23 



20/3 



45±10 



14 



6/8 



46±10 



21 ±5 



3. 5(0- 35) 
5/ 



43 



27/16 



48±8 



91 ±72* 



5. 7(0-37 ) 
27/2/ 



ALT, T^->T5>/K^>x^x^-Hz 
p < 0.01 vs. ASC 

*A<l(®®)tt5^yyA^S/ m ,(Meq/ml)T?aT 
[0 0 6 1] 

2004-3090366 
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**. PBMCORWfiitK^, 3M»Jlll=*»t*DC*r*y hOllttft^ffW 
[0 0 6 2] 

7 ^ w Bergl8ch - Germany) tc«t i) , hZ>m^.<D^m^1m^X ( 

Dti«^;5;^^^r B M cV, D , s, T c . D V' C , D1 - 6 - CD20 ' c 

' ^ ; ^ v o t e m be 1 1 Technoloies V a n e n 

ntage SB (Bee ton Dickinson I mm unocytome t r 
Y & y s t ems, S a n Jose, CA) T»MD C is X VP D C K V - h L 

[0 0 6 3] 

£2** ??*r >7 "^ T (NV) ******* »«*ofc#, ASC»fc*?« 

b 1796 2000) K£y)m.&ztLx\,*zmmmizLtz&-oT, pbmc+t cD3 4mm 

C^ ( 2 3 + n "'cD^r D r R n'JS A 12 ^ + ' CD34 + ) ' (" n- 

riH*' ^S 34 ' CD45RA ") "A 1 ****** (Lin", CD123* 



[ 

[0 0 6 5] 



g** 8 - ^"M* ** (pbm c) frg>ODCJ iM££J|&jmjf# 
*?5pDcii*?nin. /N 'cD h *5* B1 ^ ^ ' BiB, MDC 

DCA-lJtttBDCA-4 DC*S*» KM i 1 t e n y i B t o t . f ' B 
ergisn-Gladbach, Germany) £fflv*T ffijKtticlli*? r n 
4 DUM^MKW, PBHCH, *S««S?S T?m- S ep 

Miltenyi) *»v»TB»»JllUM»«»*6J|tJ»Lfc. 
[0 0 6 6] 

] 

o 



DC±en»OM«AC8 Cal iber (Becton Dick ins 
A-DR*. CD1 1 c*. CD1 2 3'"T*t>, PDCI4 Lin" H T A n p" 

UiE#2 004-3090366 
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^-v : 14/ 



*!LfcJ|HjtifcliMDCIi, 10%©FCS, 5 0 1 U/m 1 <D^~ =s V >, 5 0^ 
g/ml«^M//h-7/f->^, 2 mM<^L-^Jl/^ 5 lOmMOHepesItt 
fc-fctfl 0//M©^75yf^L (^^», CM) , 5 0ng/ml«GM- 
C SF^*, 1 0 n g/m 1WIL-4 I MDM (G1BCO 

Laboratories, Grand Island, NY) *t?4- 7 BW*£*L 
/to PDCii, CMf-C-5 0 n g/m 1 <DI L - 3 ©#3ET t? 4 HM*«Lfc. 
[jUXfil 9 ] 
10 0 6 8] 

V> -f tl<7) jflL^ H C V « IZ mg&X* &2>fr%mbfrtei-2>?ztbK, va-K^'f7'V 
SVtt*^7HCVEli5J;0 f E2iai^v^: o ya-FM/VSVIi, ItSS 
Jf (G) Iftf -i s G F P * n - Kf 5 1/ * - ^ - » I tit v>-5 Ij^x. V S 

VfrhMfoZtl, x^n-^LT^^7HCV E 1 $$ X ZfE 2 & (V 

SV-E1E2) (J. Exp. Med.; 197(1): 121-127, 2003) o 
[0 0 6 9] 

4 )V*.\±, SW28tt-*-(Beckman Coulter Inc. , F u 1 

1 e r t o n, CA) X, 2 0% (v/w) - 6 0% (v/w) (D^&MMis 3$t£j@ST: 

2 5, 0 0 0 r pmX4VX'2mm^0^m-t^^ t \Zl Offi^L, - 8. 0 T; L £ 

o 

[0 0 7 0] 

^4 )\/*^>7)V*<DRNK<V^¥-§k*$kfc-tZ>tztbKl l ±, , TaqMan EZ 
RT-PCR^f-yf (PE Applied Biosystems, FosterCi 
ty, CA) *m^tZo ya-K^'f'/VSV RNAW3 2 3 — bp -b:^"^ > h ^-J#ipra 
f & "7 * 7 - FT" 7 -f — (5' -cattattatcattaaaaggctc-3 
' ) |3j:tJ f 'J^-X7'7'f-7- (5' -gatacaaggtcaaatattccg- 
3' ) , i3£&-m%tftmUm7v-7 [5' - (6-*^#^r->-7^*H:>f » - 
atccagtggaatacccggcagattac— ( 6 — Ji JU^^f- ! s — T h 7^ 
f./u-n-^S » - 3' ] Srfflv^o S£^J^tH^S (ABI Prism7000, P 
E Applied Biosystems) Ci»), P C Rit«©W©St3fettm**= 

[0 0 7 1 ] 

va-^'fyvsv*PBMcifc t±RWjiiL*» e» a-ist l tzm.* <omu \zwsl l fc 0 n 

MMtLXlt, x'/^n-^SfiRS-tL^^VS VAGtiW; 0 jEOTt ttl±, V 
S V-G«6K*flrJBLfcVS VAG-G*fflv>3t 0 Lfctt*<&jk$tiffl|&*, 96-7 

x*JS*7'i'- btpt-cM^-c-sx i o^fflm/v^ji'xmmLtzo %.iz, ztuz?/*-- 

K^^7 4 7^W^^VSV-E1E2 (lX10 12 RNA3^-/7i^) , VSV 
AG (lX10 12 RNA3k*-/-7x;v) 2 £(i V S V A G - G ( 1 x 1 0 11 RN Ax? fcf 

gfp + «) zmm^, FAcsfrmz£y)m&<o'*-*>T-*j*&iz>tz 0 m%iffiffi. 

<DjEvfc;s- J t>T- :: Jl±, %.<D£ 7 \z X^x^Vtz : 

%«= (VSV-ElE2i/:liVSVAG-Giriv>fctlOGFP t ttW%) - 
(VSV-AG^V^tlOGFP^^) 
[0 0 7 2] 

VSVAG-Gfi, MDC, PDC, #3**3 «t tfC D 3 4 +d&JfiLli&|g*fflJ!&K 
^L7t7&«VS V-E 1 E2liZtit><DfflffolzmmV&frotio 1-%t>*>, 5fcffilto.frbffi 
tiK^mVizDCit^sL- V? 4 "7°V S V — E 1 E 2 ^LTiSfe-Cli^^o tz a 

imrnm 1 o ] 

[0 0 7 3] 

gjfrgfli o. vj-*- K^^f ^vs VK^j-.siB^tttcRtir-f-Dco^ktfcttds^ojKg 
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y^-KN/VSV KMir a^i£K&.{3r-$-D cofrlb* fztej&f&o&mzm^z tz 
*>£., MDCif;W*GM-CSFO^Tt*I L-4 fcfcfefc*fcttl L-4&L 
X*i%mL?Zo 4B§^lI^Mtfctii, GM-CSFiJJ:(y f IL-4ttU:^ 
#L^MDC{i, GM-C S F<7>*h t *>Ki&*L£&?><hJtigtL-C, CDla, CD8 
3i3 ctl^CD 8 6 <D-m^m*^LT^iz 0 Z\<DZtl±, I L - 4 7&*D C^bH^t LT 
tfUBL7t£t£^i-o Mo DCfc^Tfi, GM-C S Ft t i> £ig«L£»t, GM 

-csF^.t^iL-4 <D®.^t>*txmmLtzMM t <om k mm^mmmom^mnb 

hfitzo $tz, I L - 3 c9#^TTO^*<^ 4 Hit:, PDCfiO 0 @ i:it^LT, CD 
4 0, CD 8 0, C D 8 3 i D 8 6 «HTO^o 
[0 0 7 4] 

£*LkcoDC&*vj-~ K^-f yvSV-ElE2 ftfflL El 1 4 43 J: CTH 1 5 

tC^1- 0 H^K *T*H^t$ii: G F P + «© a* - -fe > f - v ^^f a 4BSOMDC 
^itT4 09*5^^7 0 iOMo DCKisi^TGF P +<Bft* c B*?»tLfc3&*, 4 BgWP 
DCC*v>TttBie>e>tL4*»o^:o VSVAG-Gt«aLfc#^:ii, fflv^t>f>* 

XM&^HZfr-frtfh"?, 4Bg«MDC, 4BIWPDC, 4 0 g £ J: 7 0 B <DM o 
DC^^^tty^tW^ti/co GM-CSFO*tfc*t:**Lfc4aiOM 
DCfcisv»Ttt, GFP + »©i^ (n = 3 , J: tffEB) 14 1. 5% (0. 5 

-2. 2 7%) T-*o», GM-C S F# L-4 ttb i~igmLtzi> (DIZ&^X 
it, £V)^s*-*>7--iS<7)GFP*mMj)mmZtltz2 3 . 3% (12. 3-27. 
0%) .MoDCIi, ^t^iHWia^oTVSVAG-G^i^VSV-ElE 
2KJtU, «*OflR3£te«:*Lfco 4 0gtf>MoDCt±7 0g<£>Mo-DC «fc 
^-bVr-v©VSV-ElE2tfGFP+tt^^L^ 0 JBLtWtt**?*, * 
J&3&M D C 33 «t W^ffi^O DCIJ, ~> a - K * 4 "f V S V -5 i t ^ $ tL 

jfc o 

[0 0 7 51 

E 1 E 2-8WH5i*-r frX&XwWmfc&llrZZ'x.- K^-f ^VSV*Oilltt*«B 

SHCV-RNAi'JTH'^'fAPCRHiDJltLfto ^Ufcfcli, ffclRco HCV^nn 
>^-y 3 ^;^»tLtfflvV;o iftfi, i^HCV RNA^ 4 9— (IX 
1 O^tf-/// 1) £^TL, #lHC VM^lfc&v* (Bio Clinical P 
artners, Inc, USA) 0 3^1 / V ^-)^<D^W^Si 9 6 ^xjv/]/- h<7DD 
ClCiDx, 3 7*C-e2 4B#W'f y^a.'*- Y LJzo DC&0JRL, 1%FCS«5SU 
I MDM-C3 Hl^^-U, *CRNe asy Mini Kit (QIAGEN, Germ 
any) *fflv*TDC*fciRRNA*«lffiLfco 
[0 0 7 6] 

HCV RNA*«J5£-*-;&fc*fcl±, TaqMan EZ RT-PCR kit (P 
EApplied Biosystems) tfflvfco HCV RNA©5' -^a-f 

* y?&M<o i 6 i -b p-t^^ > >*mmi-%y V7?4 (5' -cggg 

agagccatagtgg — 3' ) &£WVs*— 7,7=7 4^ — ( 5 ' -cgaaagg 
ccttgtggtact-3' ) , is X Tf, -M&lfcmWM-fu - 7 [ 5 ' - ( 6 - * 
;v#3r^— 7 )Vt V%.4 >) — ctgcggaaccggtgagtacac — ( 6 — # 
mi/-fh7^fJV-a-^5>) -3' ] *fl§v>jfc 0 SB^tB^fi (ABI Pr 
i sm7 0 0 0) *m^X, P C R*Bttom<Z>j&jfeftffl**-* - L, HE*Hg?M > tf h 
d^HCV RNA^ffr&L/c^ffif^c^o^T^V:/;^^ fcT-Sfc*»SELfc 
oI^i|©H, fav s HCV RNA?4?-te, GM-CSFOWiL)t 
4BlOMDCi:^Tt|jJ$tt?t (116) o Ctilt, v j. - 4 7V S V £fflv>-C 

hcv KM-? * moAStt* je L<s:eJbLTv^ct *q*B§ tLjt 0 

1 1 ] 
[0 0 7 7] 

miE# 2004-3090366 
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1 1 . S V^lfet'Riari-MDCjg^lWttaiJoCT 

D C * H C V»^<bR&^-r Z>mn*&^tilTti!bK, Mi^l^V»rMD C 

IC, I F N a , I FN y , CpG ODN 2006, CD40L, polyllC, T 
NFotfcliLP ST?jHlU»tMILT^^v>»i:o^-C, VSV-E 1E20 

DC^It, HCBC, IFNfl (lOOU/ml) , IF 
N 7 (lOOOU/ml) , IL-3 (50ng/ml) (lOng/m 
1) Sr-e-tL-r^DCKUn^fco CpG ODN 2006 (10/*M),CD40L(1 
/ig/ml) , polyl :C (50^ g/m 1) , TNFa (20/tg/ml) Sfcfcfc 
LPS (10^g/ml) ti, >>a- )\<X*%ffi.-?2> 2 4 BfFlBlflrfcD C fcifllx.fco 

[0 0 7 8] 

jg*^Hl7t:^f 0 IL-4iJJ:r;CpGODN2 0 0 6 *^«l(:at^t ) GM 
-C S F L£MDC t JfcgeLT, V S V A G - G C^t^If f 
■f tw, VSV-E 1 E 2tfGFP*ifi©'<-bJ'f-y#«tt^t4ii^e» 
R4ofc, — 7j, I FN- « , p o 1 y I : C, LPS^i^TNF-aii, V S V- 
E 1 E2*iO t VSVAG-G©M*t:ov>TGFP + «^-^>f-7W$-t 
gSSMt:i"?, CpG ODN«4, GM- C S F 1 1 i> KQMLtzMD C Kistf 
&CD83*5J:t/CD8 6^a*7'^^W h L-/c£ tifiWbfrt %-??z 0 
ib^)^f±, MDC*M»tS- tKX *), ya-K^-f/VSV-ElE2i:Jtt 

[^»J 1 2 ] 
[0 0 7 9] 

HHgy 2. v^- K£jj s vmPkizm2jru?3-^&&m«<D&w 

y#£Xftf'7? h-^^VSV-ElE2SA^ffi«C^v>t^Lfc 0 GM-CSFi 
t klztgmLtzMDCZ 4 B gKS^ift^^T^i: tzitlf?? Y-*t t i>bz3 7 
ttl8 0M'f>^a^-H, vol- K*^7°VS V^^ttt7to ttz, ya - 
^T'VSViiWfPDCS-EDTA (5mM) tMU;. DC tjfff Ittft-e*^ 
HepG2i:tii:tt^^J6{:, ~>^- H*>f ?V S V^a^fr^H e pG2^5^g/ 

m l (D^-yi-yxziekmLtzo 

[0 0 8 0] 

MDCtv^ty-Cifelf^i, VS V-E 1 E 2 & G F P + *fflJ&<7V*--fe > 

f - - 5* ii A3 a<{fc$ t^L/:^, V S V A G - G <0« X \z f 4 &9 £ R i? £ & o 
(HI 8) o v>t>Oi«J:^ilfMI±, KiEHC V £3gaL-*:MD C Ki3V>-c$l 
fg£*Ut (HIl 9) o ZiUZML, 3lf7^h-^liVSV-ElE2lfcliVSVAG- 
G<7)V>1*tLtC^MDCtc*5lt^<S^^^W^^t?$^^o^o #|l*8lv^ <!; K, EDTA 
JiVSV-E 1 E 2<Dm%k&*&TZ*t%fr^tz1)*, VSVAG-G«t^^ 

V - E 1 E 2 t Wffil^ Ci4 1 1 v>§ ; t ^ff 0 ztiizML, HepG2»:i3 
^Xit, v>t>liVSV-ElE2©i^ltL^ot (H2 0) o iWitll, 
VSV-E 1 E2©SX*fi^ : fli, He pG2 tMDCttiil^Jih^LT 
£<b£, -7>t>#MDC±^^f:M^SI?t^ VSV-E1E2±W 

[0 0 8 1] 

DC^istf^ V^^Of&SI^V S V-E 1 E 2 Wt'^^^S 
tf> 46 K, GM-CSFtJ:U:^*U;MDCiGM-CSFt I L-4 fc© 
M*£-fc-£-Ci£#L£MDC&Cov>T, DC-SIGN, (MR) 

£«fcz>*7>yi>; ><D$&m*ik&Ltzo dc-s i GN<o#§sfi, gm-c s F&xzfi 

L-4 £ fc*>Uig3IL*:MDCK45V*-C, GM- C S F t t i> \Zlgm Ltz & <D i »3^^o 

fcfciSE# 2004-3090366 
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4^f>©MliVSV-E 1 E 2^«»HE»M4»LTV>ftv>ii:=t^lfti- < So 
[0W<7>fWifi-&lft9§] 
[0 0 8 2] 

[02] B2tt, I L- 1 5*5.1:^1 FN« £«fc£MI CA/B««4^f 

O 

[03] 03(4, I FNa tfcli I L - 1 5TlilL/;#Wi:UNK«ffitt 

[04] 04(4, IFN«i/cliIL-l 5T?*II«Lfc*4fcMlftizJ:*NK|IM&»tt 

[05] 05(4, I L- 1 5 C U N K Wtf^I^^^^^f f 0 
[06] 06(4, I L- 1 5t«L/;|ttttNK«^ h7>X^xMf 

[0 7] 0 7 14, }J£MI CA/B^CUNKWMClf^/Tto 
[0 8] 0 8(4, #lMI CA/Bfl;ftCJ:4NKffll6JSttil:©Ef^t, 
[0 9] 0 9 {4, I FN « fliLfcf till: U I L - 1 5 «14^^t 0 
[01 0] 01 011, JftIL-1 5ijLftttnmiL-l 5R«»UMICA 

[01 1] 01 1(4, I L-l 5X"MWLLtzMVtMmz£2> IFNa/^^)IMf 

"to 

[012] 01 2(4, tall FN ff //?Ri5rL#:KJ:& I L — 1 5i$tMICA/B© 

[013] 013(4, HCV«B#j3j; WHS^Ojfll^tC^^^TOTOoic^^ 

[014] 01 4(4, MDC^iWDCCva- KH^VSV-E1E2 £®« 

[015] 01 5(4, Mo-DCCya-KN^VSV-ElE2 ^^atTt^ 

[016] 016(4, MDC, Mo-DCiJi^PDCC^inHCV RNAOn 

[017] 017(4, ->i- Y9 4 -fVS V©MDC^O«ftKR(3rtl*OMDC 

[018] 018(4, ya^K^^^vSV^MDC ^O^CS(?t v ^ t > Of 
[019] 019(4, h*9 j 7V SV<DMDC^V>mmi- RIS-f y<D& 

[0 2 0] 02 0(4, H e p G 2 »C?tt-S y a - y^V S V^C^iJf v 
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SEQUENCE LISTING 



<110> Intellectual Property Consulting Ltd. 

<120> Composition for Treatment of Chronic Hepatitis C 

<130> ptrOOOl 

<160> 15 

<170> Patentln version 3. 1 

<210> 1 

<211> 20 

<212> DNA 

<213> homo sapiens 

<400> 1 

acacccagca gtggggggat 20 

<210> 2 

<211> 21 

<212> DNA 

<213> homo sapiens 



<210> 3 

<211> 21 

<212> DNA 

<213> homo sapiens 

<400> 3 

agcagtcgtg agtttgccca c 21 

<210> 4 

<211> 18 

<212> DNA 

<213> homo sapiens 



<400> 2 

gcagggaatt gaatcccagc t 



21 



<400> 4 

taaaacagaa gccaactg 



18 



<210> 5 
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<211> 20 

<212> DNA 

<213> homo sapiens 



<400> 5 

caagaagtgt tgatgaacat 



20 



<210> 6 

<211> 21 

<212> DNA 

<213> homo sapiens 

<400> 6 

gtcaagagct acagcttgta c 21 

<210> 7 

<211> 19 

<212> DNA 

<213> homo sapiens 



<210> 8 

<211> 24 

<212> DNA 

<213> homo sapiens 

<400> 8 

gccacccaga agactgtgga tggc 24 

<210> 9 

<211> 24 

<212> DNA 

<213> homo sapiens 



<210> 10 

<211> 22 

<212> DNA 

<213> vesicular stomatitis virus 

<400> 10 



<400> 7 

ggtgagcttt ctcctggag 



19 



<400> 9 

catgtaggcc atgaggtcca ccac 



24 
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cattattatc attaaaaggc tc 



22 



<210> 11 

<211> 21 

<212> DNA 

<213> vesicular stomatitis virus 

<400> 11 

gatacaaggt caaatattcc g 21 

<210> 12 

<211> 26 

<212> DNA 

<213> vesicular stomatitis virus 



<210> 13 

<211> 17 

<212> DNA 

<213> hepatitis C virus 

<400> 13 

cgggagagcc atagtgg 17 

<210> 14 

<211> 19 

<212> DNA 

<213> hepatitis C virus 



<210> 15 
<211> 21 
<212> DNA 

<213> hepatitis C virus 
<400> 15 

ctgcggaacc ggtgagtaca c 21 



<400> 12 

atccagtgga atacccggca gattac 



26 



<400> 14 

cgaaaggcct tgtggtact 



19 
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1/ 



mm 

mn 



N-DC 



HCV-DC 



(-) IFNa IFN0 TNFa IL-12 IL-15 IL-18 

ill Win in- ii L, 




[02] 

ioo- 

V 

lh 

M 50~| 

3 



25~ 



o- 1 



IL-15 



MICA/B 



1001 



o 
o 



8 

<9 
o 8 

<8 
5 



<<9 

<9 
o 



o 

I 

o 

8 



V 

lh 

CP 50i 



2£T 



IFNo: 



o 



§8 

O 



O 



NV CH-1 CH-2 



NV CH-1 CH-2 
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N-DC 



HCV-DC 




2.5/1 5/1 10/1 
E/Tit 

□T3K 

l NK/d C (-) 
O NK/DCCIFNo;) 
~ NK/DC(IL-15) 



2.5/1 5/1 10/1 
E/T it 



14] 



NK 



i 


1.9 







NK/N-DC 

aEN a ) 





A 253 


— °?r 




NK/HCV-DC 


1 

fed 


1.6 





NK/N-DC 

aL-i5) 




IFN 
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2.5/1 5/1 10/1 
E/T it 



□ NK 

■ NK (IL-15) 



NK 



IT) 



1 


0.6 






NK(IL-15) 




5.1 




> 



IFN- 



[H6] 




2.5/1 2.5/1 10/1 
E/T it 



n~NK 

♦ NK/DC(-) 

• NK/DC(IL-15) 

8NK/DC(-)- H5>X^x;u 
NK/DC(IL-15)K^>x^x;i , 
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[H7] 




2.5/1 5/1 10/1 
E/T Jt 



U NK/DC(-) 



anti-MICA/B 



[08] 



NK/DC (IL-15) 



(-) 



anti-MICA/B anti-NKG2D 





U, 22.5 

















1/ 14 


.1- 





ifnt 





03 






> 
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[H9] 



r (-) 



HCV-DC LlFNap , 



T 1 1 



0 25 50 75 
IL-12p70 fag ML) 



100 



N_DC GtFNot 

HCV-DC |~ T J"? I 
L IFNd 




0 25 50 75 
IL-15 (pg/inL) 



100 



r ^ 

N-DC LlFNa 

hcv-dc I".-*:* 

"-IFNa 




0 50 100 150 
TNFa (pg/ln L) 



200 



N-DC [iFN. 
HCV-DC 



25 50 75 
IL-1/3 fogytaL) 



100 



1 0] 



IFNa 



(-) 



anti-IL-15 anti-II^15R a 



1.8 




106 





3.4 



5.2 



MICA/B 
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[Hill] 




IFN/3 fog/foL) 

[mi 2] 

IL-15 



N-DC (-) anti-IFNR 

bill 

HCV-DC 

kill 

> 

MICA/B 
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§12 0 0 3-3 1 5 4 9 8 ^-v* : 

[mi 3] 



7/ 




VO ^- CN 

(rrf/) oaa 




n 

u 

u 

GO 

^3 



(]Ti/) maU)lft« 



r *• 



1— • • • • 



H 

u 

CO 



<N O OO vo ^ (N O 



(pV)dow 





CO 



> 
2 



(i*/) gmfltawftfit 




a 

as 
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[HI 4] 



H4B MDC 



GM-CSF 



VSVAG * 

S. 









1.6 



VSVAG-G 



ft 






jo* 



VSV-E1E2* 



■ 'Mi 



GM-CSF+EL-4 









0.1 

I ^ ts» 1 



fi4B PDC 



IL-3 

«* 


a. 
s. 






0.2 


■tar •»©• ho? \a m 






* 






5. 






— . ^ 



GFP^ 



1 5] 



IMBMoDC 



%1 B MoDC 



« GM-CSF # GM-CSF+IL-4 , GM-CSF . GM-CSF+IL-4 



VSVAG 4 



Lid 



VSVAG-G 




CP- 5? *o» nrTW ' 






13 





VSV-E1E2 



5, 









§ 






''iC' 




If 



GFPfggi 
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[016] 
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[Hi 7] 
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[Hi 8] 



MDC 




( ng/ml ) 



tf^h-X EDTA 
( ng/ml ) 



l 9] 



H 

I 

n 



> 

8 



4000 



3000 



2000 



1000 



MDC 




5000 



r >^"> (ng/ml) 
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12/E 



[H2 0] 



HepG2 




0 5000 



(ng/ml) 
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l/E 



i l - 1 5 , ^ n Y^mmmmmmmm^ wz.\z. c P g * u =/ 

*U**K. GM-CSF, IL-4, LPS, CD40L, polyllC 
, TNF-.iiVIFN-y) i/;liV^f>^f («;ttf, ^>^-^^7jc« 
, 7a-*£t*-fMfo;& «tTOl-^^>^#) S-^tt-Sit^f fct*, -riteCMfFife 
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